The TRILOGY ACS efficacy outcome adjustment models were constructed using a comprehensive list of patient characteristics and risk factors selected based on clinical knowledge (for a complete list, see the table below). Missing values were imputed using a multiple imputation approach that applies an MCMC method to create a monotone missing pattern and then uses a multivariate normal distribution to impute missing values. The imputation method replaces each missing value with a representative sample of plausible values by creating m complete data sets. As a result, the uncertainty due to the missingness is appropriately accounted for and analyses on the imputed data result in valid statistical inference. The m complete data sets can be analyzed using standard statistical procedures; the results are then aggregated across all simulated data sets. In this work, m was taken to be 25. Because a comparison of descriptive statistics from the first complete data set and the aggregation of the 25 complete data sets revealed negligible differences, only the first complete data set was used when fitting the adjustment for ease of computation. When fitting the adjustment model, the proportional hazards assumption was checked for each covariate and the linearity assumption was checked for each continuous covariate at alpha-level 0.05. If the proportional hazard assumption was violated, an interaction of the variable with log-transformed time was included in the model. If the linearity assumption was violated, a restricted cubic spline was used to approximate the non-linear relationship of the variable with the outcome. All analyses were performed using SAS 9.3 (SAS Institute Inc., Cary, NC) and R 2.14.1 (R Foundation for Statistical Computing, Vienna, Austria).
details the composition of each adjustment model.
TRILOGY ACS Bleeding Adjustment Models
The TRILOGY ACS bleeding outcome adjustment models were constructed using a comprehensive list of patient characteristics and risk factors selected based on clinical knowledge (for a complete list, see Table S4 ). Missing values were imputed using a multiple imputation approach that applies an MCMC method to create a monotone missing pattern and then uses a multivariate normal distribution to impute missing values. The imputation method replaces each missing value with a representative sample of plausible values by creating m complete data sets. As a result, the uncertainty due to the missingness is appropriately accounted for and analyses on the imputed data result in valid statistical inference. The m complete data sets can be analyzed using standard statistical procedures; the results are then aggregated across all simulated data sets. In this work, m was taken to be 25. Because a comparison of descriptive statistics from the first complete data set and the aggregation of the 25 complete data sets revealed negligible differences, only the first complete data set was used when fitting the adjustment for ease of computation. When fitting the adjustment model, the proportional hazards assumption was checked for each covariate and the linearity assumption was checked for each continuous covariate at alpha-level 0.05. If the proportional hazard assumption was violated, an interaction of the variable with time was included in the model. If the linearity assumption was violated, a restricted cubic spline was used to approximate the non-linear relationship of the variable with the outcome. All analyses were performed using SAS 9.3 (SAS Institute Inc., Cary, NC) and R 3.0.2 (R Foundation for Statistical Computing, Vienna, Austria) 
Time from presentation to study drug start
Cardiovascular risk factors:
Family history of CAD
Cardiovascular disease history:
At randomization: 
Baseline concomitant medications:
*A restricted cubic spline was used to account for the non-linear relationship of the variable with the outcome. , 75 th percentile). ACE-I/ARB, angiotensin-converting enzyme inhibitor/angiotensin receptor blocker; CABG, coronary artery bypass graft; CAD, coronary artery disease; MI, myocardial infarction; NSTEMI, non-ST-segment elevation myocardial infarction; PAD, peripheral artery disease; GRACE, Global Registry of Acute Coronary Events; PCI, percutaneous coronary intervention. 
